Supplementary materials

Supplemental Table 1. OPA GMT for the two potentially cross-reactive serotypes (6C

and 15B) pre- and 30 days post-vaccination, estimated OPA GMT ratios for pre- to 30

days post-vaccination, and the proportions of participants with at least a four-fold rise

in OPA GMT at 30 days.

V116 PPSV23
(N=51) (N=51)
Observed response Observed response
Serotype Endpoint n (95% CI?) n (95% CI?)
6C 51 103.87 46.51
GMT (day 1) (45.06, 239.45) 51 (22.49, 96.20)
51 697.66 227.33
GMT (day 30) (320.58, 1518.25) 50 (107.22, 481.98)
51 5.63 4.00
GMFR (day 1-30) (3.17, 9.99) >0 (2.21, 7.24)
% with 4-fold rise 51 39.2 50 30.0
ay 1- .8, 93. .9, 44,
(day 1-30) (25.8, 53.9) (17.9, 44.6)
15B 50 76.24 53.06
GMT (day 1) (39.82, 145.98) 49 (29.64, 94.98)
51 3049.06 1558.46
GMT (day 30) (1903.00, 4885.33) 51 (980.82, 2476.29)
50 35.68 23.54
GMFR (day 1-30) (18.43, 69.08) 49 (13.35, 41.50)
% with 4-fold rise 50 80.0 49 75.5
(day 1-30) (66.3, 90.0) (61.1, 86.7)

aFor continuous endpoints, within-group 95% CI were obtained by exponentiating the means of the natural log values based

on the t-distribution. For dichotomous endpoints, within-group 95% CI were based on the exact binomial method.

Note: Day 1 is pre-vaccination and day 30 is 30 days post-vaccination

Cl: confidence interval; GMFR: geometric mean fold-rise; GMT: geometric mean titer; OPA: opsonophagocytic activity;

PPSV23: 23-valent pneumococcal polysaccharide vaccine; VV116: 21-valent pneumococcal conjugate vaccine.
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Supplemental Figure 1. IgG GMC and IgG GMC ratios 30 days after vaccination for (a)

the 12 serotypes common to V116 and PPSV23 and (b) the nine serotypes unique to

V116.

A

Pneumococcal V116 PPSV23

serotypes n GMC h GMC GMC ratio {95% CI)
3 = 51 113 51 0.73 1.54(1.08,2.21)
TF 1 51 1029 51 4 BB 221(1.36 3.60)
3 —— 51 19.338 51 10.33 1.88(1.32, 2.68)
M —— 51 1417 51 5.99 237(149 374
104 —— 51 11.13 51 516 216 {1.28 38%)
114 e 51 9.07 51 471 1.92({1.28,2.89)
12F —— 51 287 51 0.82 32490194 B6.27)
17F —— 51 1946 51 B.77 288192 4.31)
194, e 51 1075 51 497 216 (145 3.23)
20 —— 51 2353 51 11 .46 205(1.30 3.25)
22F A 51 3.04 51 1.69 233{1.36 399)
33F a1 51 2200 51 14.48 1.52({037,237)

1 2
GMC ratio log,, scale
(V116/PPSV23)
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Pneumococcal V116 PPSV23

serotypes n GMC n GMC GMT ratio (95% CI)
BA = 51 538 51 213 3000173 519)

154 = 51 16.39 51 204 ] 803461, 13.98)

15C = 51 2142 51 6.81 314 (177, 558)

16F = 51 557 51 043 )1 13.06(845 2019)
234 | 51 414 51 045 ] 855(5.19, 14.09)

23B = 51 8356 51 2.06 415 (272 6.36)

24F = 31 1399 51 049 |25868 (1659, 4958)
31 i 51 525 51 051 P 1027(671,1573)
35B i [ 51 24 61 51 1.54 11595 (1162, 21.90)

1 2

GMC ratio log,, scale

{V116/PPSV23)

Cl: confidence interval; GMC: geometric mean concentration; 1gG: immunoglobulin G; PPSV23: 23-valent pneumococcal

polysaccharide vaccine; V116: 21-valent pneumococcal conjugate vaccine.
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Supplemental Figure 2. Estimated OPA GMT ratios 30 days after vaccination for the 12

serotypes common to V116 and PPSV23 for those 20 to <64 (a) and >65 years of age (b)

and the nine serotypes unique to V116 for those 20 to <64 (c) and >65 years of age (d).

A

Pneumococcal V116 PPSV23

serotypes h GMT GMT GMT ratio (95% CI)
3 —a— 17 22744 | 17 119.47 1.99 (085 4.14)
TF —e—1 17 B0OS6E.00 | 17 G497 .47 094 (046, 1.90}
8 —a—| 17 1673293 | 17 1083.85 1.54 (0897, 246)
aM —a— 17 1069458 | 17 5835 66 1.83(0897, 347
TOA a1 17 547229 | 17 204014 268 (1.03 7.01)
1148 ——e—1 17 2438 11 17 790.71 308(148,641)
12F ——e— 17 234810 | 17 1381 .67 170(0.59 488
17F —s— 17 1361292 | 17 585204 233 (116, 4 65)
T4, —+— 17 230006 | 17 1159.05 1.98 (1.1, 3.55)
20 —a— 17 431474 | 17 3285.83 131(084, 271
22F —a— 17 962121 17 971230 099 (049, 2.02)
33F —te—1 17 4862242 | 17 27.277.06 1.25 (053, 2.95)

1 2
GMT ratio log,, scale
(V116/PPSV23)
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Pneumococcal

serotypes

3 H—e—

TF ———

3 —e—

g —a—
104 —e—|
A —ea—1
12F F——a—+
17F

194 —e—

20

22F —e—
33F —e—

GMT ratio log,, scale
(V116/PP3V23)

Y116 PP3V23
n GMT n GMT  GMT ratio (85% CI)
34 13030 34 94 22 1.38 (0.84, 2.26)
34 5074.05] 34 3564 .48 142 (0,66, 3.07)
34 M2475] 34 591.51 190 (114, 3.17)
34 529759 34 2583888 205(1.09,3.83)
34 287TET| 34 10891.82 264 (1.19,5.88)
34 114866 | 34 521.57 2200(1.19,4.08)
34 103238 34 358.84 288 (1.14,7.29)
34 663571 34 248748 2B711.39,513)
34 M96.09 ] 34 585.02 204 (1.04,4.00)
34 322030Q1 34 108540 302 11.71,5.35)
34 449836 34 1656.09 272(1.15,642)
34 2801283 34 2534479 111 (060, 2.03)
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Pneumococcal V116 PP5SV23
serotypes n GMT GMT GMT ratio {95% ClI)
5.4, —— 17 199535 17 539.01 370{1.32, 1040}
1548, (| 17 628319 17 114288 550(248, 1218}
15C e 17 251511 17 172181 146 (055 389)
16F —— 17 2781.95 17 25075 11.09 (362, 3396)
234 —— 17 433388 17 44 65 | 97.06(29.79, 316.20)
23B = 17 2081.25 17 8253 24 .97 (9.99, 62 48)
24F —e— 17 2594 80 17 24140 TEO(213, 2717
31 — 17 348472 17 113.50 30701086, 8841
35B = 17 570027 17 54983 1037 (554, 1940}

12

GMT ratio log,  scale
{(V116/PP5V23)
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Pneumococcal V116 PPSV23

serotypes h GMT n GMT GMT ratio (95% CI)
B4, —— 24 1503 66 24 435 BB 345(1.46,8.14)
154, —— 24 4644 B8 24 B57 41 TO07 (329 1516)
15C —— 24 4310869 2 1498 52 288(1.25,662)
16F s 34 231370 34 24127 959 (4.38, 20.99)
234 —— 34 211035 34 7098 | 29.73(11.05, 79.98)
23B = 3 2102 .38 24 233268 900 (430, 18.81)
24F F—— 34 262518 24 6581 | 4005 (1547, 103 69)
21 —— 2 18597 24 5064 | 2342 (1183 46.36)
25B —— 24 419159 24 31004 1352 (712, 25.66)

1 2
GMT ratio log, scale
(V116/PPSV23)

Cl: confidence interval; GMT: geometric mean titer; OPA: opsonophagocytic activity; PPSV23: 23-valent pneumococcal

polysaccharide vaccine; V116: 21-valent pneumococcal conjugate vaccine.
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